
PCT/JP 90/00 109 
1 4.01.99 ^ 




B * B 4* ft /f 

PATENT OFFICE 
JAPANESE GOVERNMENT 

This is to certify that the annexed is a true copy of the following application as filed 
with this Office. 

A SI #■ J§ B 

Date of Application: 1 9 9 8^ 3^3 1 H 

£il & # _____ 

Application Number: ¥-£X i 0 ^p^ftM^ i 0 i 7 9 7f 

£b SS A 

Applicant (s): KMjt^^C^tt 



PRIORITY 
DOCUMENT 




SUBMITTED OR TRANSMITTED IN 
COMPLIANCE WITH RULE 17.1(a) OR (b) 



1999^ 2^1 9B 





m ¥ 10-101797 

mm^] 1-980328-1 

[KKmSMfrSl A61K 31/11 ADS 

A61K 31/66 ADS 

inborn 17 

[ft*] n w 

WW 
'hOi f5A 

[f^S'J##] 591038141 

[f*S!l#-£] 100078503 
[#«±] 

[HjS'J*-^] 100087022 



ttiUft 3 ?- 1 1-3007058 



ft¥ 10-101797 



100089428 

1 

9705578 



jf#3fZ. 10-101797 



(a) ^> h-X, 

(b) ^> h-:*f§^#> 

(c) ^> h-^Sr^'tS-ft^. 

(d) ^> h-^SI^&^i-Sft^. 



[«**7] T«(a), (b), (O, (d) j=ya«a*i*^< 

( a ) ^> h — 
(b) 
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(c) s<y h-xz&m-t&it&yi* 

(d) h-^mmi^^^^-r^it^. 

y*:*3ri>) - 2-KyT±-JlZmMfctt£LT^-tZ>Z.£Z*&mt-tZ> 

[W16] 7*"h-yXlM^?t^h7>^-4, 5-yt K 
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[0 0 0 2] 
[«©&fl5] 

aS^, *»jeiffi«©*E£B9U Ttfh-i/:* (apoptosis , r^^h-^^^* 

£V^*a#«i:BS*iTV*4. 3©7*>— > 

[0 0 0 3] 
[0 0 0 4] 

^56^5:ffi^1-n«*^0H©lll©^W«TfS (a) , (b), (c). (d 
(a) s<y h-^. 
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(b) h-xmm<k. 

(c) Ky h-^^^t^it^^. 
(d) 

*?tm<£>m2(Dmm±m U) , uk (<o , (d) &vmmztiz>'p 

#^©31 3<Z)|6^ttT3Kh-2/ * StIBft M &ttSh7^^( trans) - 4 , 
5 -VM Kn^rS/(di hydroxy)- 2 - 'O^t" - Mpentenal J&tf/Xtt h5> 
^ (trans) — 4 — £. FO ^ is (hydroxy) —5— J ^"^r y (phosphonooxy) 

] -2-^>^^-;Kpente n al)$;^^^i;LT^%-r^>3i:§:#^^-r^ h 
=yyzk-A, 5-ytKn^ri/-2 -^>f t-MlF/Xli h^>^-4-t: 

Kn^i/-2-^>ft-;i/M ; /Xtth7>x-4 Kn^s/- 5- (aKx 

[0 0 0 5] 

*#£H£#e>te (a) '<>h-7x. (b) -r^-^ri/ U *~-X^cZ)^> h-^M# 
(c) 'J aK^ >7 U7ty h\ V #2* l/*-^ K, 'J^gE^©, ^>h-^£ 



[0 0 0 6] 

r tin t- 'f- f,-f,; ' :; ' iW- * 
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U ^ F , «>Th- ****** 
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, ?n>!8©x*-r;i/, ?D>gfc©7^h\ ^D>gft©i&^T*>S. 
[0 0 0 8] 

h - * §§$8# js £ ^-r -6 ^ ti -g> x tb n izmiz m& « & v ±m 

BfcO M*.tf3 0-4 0 O1CT'8tfj>HR0, L < 5 0 ~ 2 0 0 ICT'Sfc 

jssnrfey, swfcfSDT. ph, m^. m.m> m&mmtevnat&mm&fr*: 

^5§h^(Z)7^ h- yX^gfSif©I^«l®(7). m< 

■ ■ t-iiitJi,- to^fci^i! t 
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[0 0 0 9] 

*ftmm*\t*nm<Dliaimmm$K.. ^U^^b'J- (Biochemistry) 
^35^ f 6 5 9-6 6 51 (1996) ICfS*© b V 4 • 5-^11 

( T he Journal of Biological Chemistry), ^2 6 7*, f£ 1 4 4 2 9 ~ 

1 4 4 3 5JC (1992) tCSH«© b 9 > * " 4 - t: KD*2/-5- 

c 

[0 0 10] 

T*ffl, ?L» ftffftK ®» »^ 

[0 0 11] 



7 
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xmrnoTtf h- yy.mnm^'K. xith^y^-4, s-vkfu**/- 2 

- is ^.m^mmn. Xlth^y*- 4, 5-yt:Fn^^-2-^>ft-M 
tf/Xii h7>7.- 4 -n Kn3rS>- 5 - (jfc^jfty;*-^*/) -2-^>^-^-- 

[0012] 

-^>ft-;W/Xtt h7>X-4-tFn^ry-5- ( * * # 3f £/ ) 
[0013] 

-.■'.'■!]■■■;; :i< :-:v N.; ; i: I ■ ■.;>!' . ... >ia iii <:■ ^ , /i'.-fi >.v 



# 
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Tli^VN^-^(ci±»J^lc^^ti^^«^^*^Ai H^y o. oi~ 

[0 0 14] 

ft-^/Xtth7>^-4 -t: Kn^rS/- 5- -2- 
[0 0 15] 
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[001 6] 

h - *>*II#ffl4&W©*2WA lH^'J 1~1 OOOmg, L <B.l 0 — 2 

OOmgT'feS. =fc *> 5 J: oTlES&-*Sa)"e, _tfE$ 

[0017] 

-JKlCligSM*lC^$tlSW^^©iA^Al Hi'JO. 0 1~5 Omg. 
$7£L<teO. l~10mgfl)6„ ^*>5/v®.t{-&l$m*(Dgzft\Z&^X : &M 

&^fc$§-&%&<&. #3S$tf)lg8!ltt-€-a>S JgPg^t5S*\ fr&<Z)&:&.SlC 

[0018] 

7tc^HR<T)-r tK k — -7.f&.wm&n?t v (i- k =, v v — a ^ - ^ ^ * - ° 
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U*is- 2 -'O^-^&tf/Xte 4 - 1: Fn^rS/- 5- (sfc^jft 

(jfc^jix/tf^S/) - 2-^>^-;i^^t$;rtT^*u;mv^ 

[0 0 2 0] 

[0 0 2 1] 
[0 0 2 2] 
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[0 0 2 3] 

xii»f4T*s>y, ^©s^tt©*tSF, #c waited** ax 

[0 0 2 4] 
[0 0 2 5] 

1M L( + )-T^^V-X (fHftittlgftSL 010-04582) 
, 1 M D (-) -TvtfV-X (^MHaSSU 013-04572) T^mW. 
, 1M D ( + ) -*ci,-U-7s (i-fi^-l^^tttm. 3 6 7 - 1 9 ) tK?§$U 
D- Vtf-X (f-^^T^M^ 3 0 2 - 1 0 ) TK^M^p Hl±J|glC5. 
3, 4. 9, 4. 4. 4. 7tfcot. 

3*l<b£ 1 2 1 TCT'4 U t h Su#fi'i4 fi lfil^*ESa H L - 6 0 iZ 



• /.': " ■ ■ ■''■-N-iM' ■ ' "'' V^- ^' ' ' ' ■ 

* .' ' > -mV ^/l iir'j r- '*: \ • > . • . - n"./5 ^£ i'Vi 'ri. ; Si C* 



# 
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,^-^-K09xWCAtlfc. KIC5 0 0 0l©HL-60aSS (AT 

CC CCL24 o) £HrtU 0% Vi/VMMm (^^attK) ^* RPMI 
1 64 0**(-9^««) ao^im 5% »x#4T3 7x: 
t4 8««bL 5mg/ml03- (4, 5^^WT«-2- 
^;V) -2, S-^x^fh?^^^' (MTT;S/^tfc«) U 

*^ °- 04N hci«2-^a;-^ io 

mmmmtht (mtt«) . 

[0 0 2 6] 

«©L ( + ) -T5tfy-^***. D (-) -79^-* 
D ( + ) -^i/D-^WD-'J^^Itt^iCfe^T 

D (-) -7?*/ D ( + ) -*S/D D-U 
*«4ffiK 8ft. 1 6^m»^iCfeV^T^^ 

[0 0 2 7] 

^WJ2 

IM Z-J^f-D-Utf-* D 2 7 5 1) ***fcO. 

IM 2--r^^^-D-';^-^7K^^)pH^^n^n4. 7, 5. 4 "C* 
ofc, 0. IM 2 -f i ^2/-D-U7j?-^*»E©-»«:«iy^ 1N Na 
OHTf P H7. lJCWfibfc. rtl^l2 1-CT'4«WU HL-6 

ftW2ft, 4ft. 8ft, 16ft, 3 2^ 64Ml?12 8^U. 
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tl^^ofe. 12 1tf4WMlfclM 2 -^^f i/~D~ U 

>K-^.*^?K» 0. 1M 2 --rtf^S/- D- U aK-^7K^M ( P H*M^) , 
0. 1M 2 -t-'^^^-D- U/K-^TKSfSR (P H 7. 1) 128§ 

, i6^ 1 6m%mm&to&£iz&^xm&%m<?>wffl&u#> i otifc* 

[0 0 2 8] 
jfe«J3 

0. 25mg/ml -rtf* i> U tf'M (D N A) S 'J ? Ai£ (*n*M***± 
38f, 047-22491) zfci§?£0> pHli8. 9 T'&ofco Z. ©^ £ ~& »J > 1 

n Hcit'pH7. 3 kissel fc„ ^ n ^ & i 2 i °c i? 4 utfMi'HM L> H 
l- 6 ommiztt?£Mi&mmmmftftzmMM 1 ©#&-eiW5£Lfe. # 

fiW«2^ 4^* 8>fg, 1 6fg&t>*3 2§t Lfc. 

*0>*§^ 1 2 1 TCT'4MMllfcDNAt h U ^AMM (p H* 
glf^) . DNAt h U (P H 7. 3) 8#, 1 6 

[0 0 2 9] 

( 1 ) ^JEM2 Xmt- 1 M 2-f*^i/-D-'JtC-7*M®l 2 1TC, 4 
B# MISM!^ &aT©SiHPLC1;'^Ilt„ 
m-BLAS. : 4 0 fi 1 

^7A: YMC-Pack ODS-AM (4. 6 X 2 5 0 mm < 9^iAy 
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o 

[0 0 3 0] 

(2) mi&m*- (D <Z)^fflHPLCS:»y>gbTli^4©$g«l«jS:WKbfc 
[0 0 3 1] 

|Ifl3^tDNAtb^AS*» (PH7. 3 
) fe£*fl4- (l) 4:H«©5afflHPLCTf^ltbfci:2:5H^5 (4»»©H 
8 ^10») Kl»VN?Stt. H^9 WFIie^i 8#) tC»V**Stt#« 

[0 0 3 2] 

Wit bt4lM*2ra 1 SrMJbfc, 

H*ic£%*l 2 IB*© 2 - ^ * is - D - U * ; - X OftDftaatt & « v^»ai 

1 5 miiE#¥ 1 1-3007058 
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[0 0 3 3] 

DNAth'J^A^Wli lOmg 
ZJ — >7,# — f- 6 5 m g 

#;i/yi?3f S/^;H?;un-;* 20mg 

jK'J tf-;i/tf n u K> 3 m g 

Xf7 U >$EV?** 2mg 

l££^»j It 1 0 Omg 

m&M 3 §e^£> DNAt h u vAs&mi&&mys(?)mft$£MQB*&m ^t~° 

[0 0 3 4] 
[#gf3J!<Z)$frJ£] 
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mm 

6gE &£v^£-£*i£:-g-^ #f*fttf/XteS&an bt^^^Xtt^. 




[&mx&gm] 



10-101797 



591038141 
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tf»SfA 

100087022 
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100089428 
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(5 9 1 0 3 8 1 4 1 ) 
1 . H 1991^ 2^ 40 



